(19)H*BfcfW (JP) 



(12) 



(A) (ll)ftfffflHi^S^ 
^2003-519165 
(P2003-519165A) 
(43)^3? 0 ¥^15^ 6 n 17 B (2003. 6. 17) 



(51)Inta 7 
A6 1K 31/385 
31/133 
31/19 
31/198 
31/203 



F I 

A6 1K 31/385 
31/133 
31/19 
31/198 
31/203 



f-T^r(##) 
4C023 
4CO 8 6 
4C206 



mm* *§t* ^m&mt *!!#(£ 27 jo m»hic^< 





ftmm -549619( P2001 -549619) 


(71)fflHA 




(86) (22)H1HB 


¥f$13^1£2B(2001.1.2) 




7^U*-g*H3^*y 06450 


(85)«lRXStb0 


¥JS13^ 8 ft 29 B (2001 . 8. 29) 




*Ux> X-^V 2X< 7UX>h 


(86)H»ffiHS^ 


PCT/US 0 I/O 0 0 6 3 




XhU-h 35 


(87)BIR&BB#^ 


WOO 1/0 4 9 2 5 0 


(72)36W# 






5pJ*13^ 7 £ 12 B (2001. 7. 12) 




7^U*-&*Hn^*^hW 06450 




0 9/4 7 5, 5 1 4 






(32)«$fc0 


¥J&1 1^12^300 (1999. 12.30) 




XhU-h 35 




*a (us) 


(74)ftSA 


*s± #■ on© 











(54) [&w©*fM u#8&«effl-r57i'*©^a 

(57) «K|] 

tHng#i, U5j?8S:fc«v>fcFnij#BS©xx-r 
©©21^&^tfffi^©^2^. £n5©£j£& 

^^^^©^ffl^fctt^^^TS /7;vn-;k a 
*J xy -^Rr^/SfcB7X3;nf >K©iWteSlxx^ 



03 

m 

> 

I 

GO 
I— 

m 

o 
o 

3 



-1- 



[R&I2 ] y sK»R»**s, Kn y y #»*fcfi^ t Kn y 
tf&O^TVK ysK»4fctt^fc KnysK»©T5 K, y#8:/7*, y sKU 

m&m> e> t s fc»tf*L5 w#« 4 

[»**7] m&m&* mo. 2 5 - « 5 %<o y #s* fc» 9 #stdi# 

[fg*l8] |itf«as* *&2-#&5%<Dy#ifc*fctty#IMB3lff«:*tp 
»**7©*ffi B 

7- ha h y^y — 6-h^hy^y-/K j***^- h y ^ 

m&m 1 co^fe 
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12] t ^ y 7;^-/^^, ^ ^ y^*y -/WTfc 
[R**l 3] u^y^ HoJJgHUfl, MMb^^o^/i^fcttif** > 

[!l*«15] ytfmNMM** ^kKny* !)#Kfc(i?tKa 

y*»©«x/K y*»4fcHt^t KnysKSwr? k, y*»^7^, y# 

« 1 3 ©Bfc&fc 

Sis <0&&j£ 0 

[«*I18] T**G>f&«J&S, ^h^lM^y^ aiy^n^i/V. 

[«*ai9] a) y*», ^tKnP« y#»^*, ysK»*fc 
li^fc Kny^O^^x/K yaK»*fctt^fc KnJ#8o7? h\ y 
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*a>e>«H»i* <* - 1 kd *^«ja$>*^tf»*s 1 9 <omms. 

[IS** 2 3] a-t Kn**>Krtj>aS^y 3-A«t*5»*52 2 0 

o 

[ft** 2 51 U^m, $?fc Kny*»xrjt-ixP > oa^ifc^6*SI¥^ 

1 9 <Dm&%}o 

[fS*92 6] yaKH, 5>fc Koy#ttRtfClixe)©»^ft^e>45»A» 

9 o»*i 0 

* 2 6 (DU^o 

[fS**28] y#st Kny^^t^cttex^a^tt^ej/jrSS^ 

1 9 <D«J**I 0 

[«**2 9] y#R x $;t KnyjjfttRtF^ixbofi^^fe/i-SWd* 



-4- 



[iS*3S3l] r^uy, M/fy^y, ^ifn-ryRt^mboa 

1 9 0>*&/*» o 

[H*^3 3] ib (c^tf 11*^3 2CDi&/£!fe 0 
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[000 1] 

[0 0 0 2] 
[ft*<D&W] 

&#fc5«j&Sf#JgLT^5fc«> (Brogden, R. N. RUG o a , K. L 
. TDrugsJ 199 7. 53:511-51 9, £ <DXWt&T*&>T\Z5\m £ 

(f^±) . o%-eis. sa(i«**t>o-e«)?>. 

mis $ tfcv % <5SJpq -c g ufc 9 * it iiEf© r K^V 5 o 

[0 0 0 3] 

7^*«U &Jf<£>^IgJ&£> (pi losebaceous) y hfcKSH* 
o &JfMtf>£j£te, ^JtiJRcD^-y htiI»#£LT^Sflt«tfS<0P r o p i o n 



-6- 



ibacter ium acne s <D%M&$)V, tJxflT ^.*<E>ig&&&££r 
[0 0 0 4] 

<DKCfc®&lipibS£®gfc (whi t e h e a d) *LT*©MiW s iK 
Sftfc^^vicJ:*. Hfeffitt&tf/hOpBtt, T**©#!ftettS§2E-efcS 

Attorn *<D£*o*4o©*fitt*ejaf±. CD4 + T 

[0 0 0 5] 

(2) mu^mti^mmLx^^mj&^fDm^Rn^^y 

?>it;RTf (3) P. acnes^i, lot, BJ»S:I»< SBffflSilffilxtf 

(adalpalene), V J 4> (tretinoin) JkXfPf 
V (tazarotene) te, ggcOT ^^^btfiftwr ^ S CO 

(Tphysicians'Desk Reference (^^) > 5 4 jR, 
20 0 0, 50 2-5 0 3. 1 1 0 4 - 1 1 0 5 W2 1 3 9-2 1 4 
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, sit rpDRj txjg) o *fc. ammx*$>A&mtTmwt{k<<>*/'(A' 

ft£ft*£1"S (Ibbotson, S. H. Tj. Inves. Derm 

. J 1 9 9 9, 1 1 2, 933 — 938) 0 «j^Mftim P ©fii£4MI (»K 
fh7f>f^yy, :ny *n-r^>v&U^ y y^v>fi/y) ^ fctlctt, jfc 

[0 0 0 6] 

yy-tv k (tag, «*a>flM5=4 0-60%) ; yy^x^ (=1 9 

-2 6%) , w^^ruy (=11-1 5%) -cfcsas, £t> 1 5lO 

S*S*ftftO«tt<Z>y t*K^, t hOjgJR©ft»"C|^3tStlTV^5 (Down 
i e , M. M. T. RTfK ealey, T. I" J . Inves. Derm. J 
1 9 9 8, 111, 1 9 9-2 0 5) „ JftiS^flFjeWi, T^^tCd^ofcAfc^ 

M&ohy x>vi^yi?y k (tag, «*©jja») *©&afii»*0jfc# 

, TAG, ^^TUVXt/I7y^^^^x/^«^dS^5^*>SJ:5^, iE^"C 

r6S4S*ff*fc«tffi©^ (Dow 
n i eMKe a 1 e y, ±E) 0 - 0£ft^<0fit ^^rfljffi LT T **<0*J<Z>f& 
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[0 0 0 7] 

<or^*tt«>*«srf&a-rsrtta*ix5cfcft:5 3. ***** 

JBftfttfXKojgrtA^b^-fSo (^t^a— tLT, SahUW. J. &tfC 
lever, H. Tlnternat. J. Derm. J 1994, 33, 68 
1-691 (s<— h I ) 6 3-7 6 9 Ml), ^LT±i2tf>P e 

r r i c o n e<05c<B^— *#B»lf*5 9 6 5 6 1 8 *#BB) 0 T^*«SiS 

[0 0 0 8] 

jftfiB-^-t LTPIfiStLfco ^ftf*, Streptococcus fecal 
i s(lJ:S^brvKOilfkttitt*^3iK^->/Hk, ITT e t r a hyme n 
a g e 1 i i ££>(CL a c t o b a c i 1 

1 u s c a s e i OrtftOfc^T-fe-r— hSr«*bfc 0 EJL«<D»KfiJ** V # 

tKny#8 («T\ DHL At bZVMXJS) J*. 3S*4^/U7 fc K 5 /vSStg 

#j-cs>So *tt*r-tt. y«MDHLA(DMtn RBMtftUfl&^-r (Pa 

cker, L. h TFree Rad. Biol. Med. J 1995, 19, 
227-250 (1 995) J; *) Ulfa— ) 0 9 ^ny-AI&(D 
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as^StlTt^So Langendorff &1tfom*7 s A'\Z&»Z>&tlL/W%t9L 

<D&mctti-z y * v t> aks*l-cv^6. y # 

(adjuvant systemic) 

[0 00 9] 

rtSr^lftfCV^. 1 9 8 8^<0B#»iMfc« (J P6 3 00 8 3 1 5) fc*5 

v^r. o. o i-i%jf*L<»o. os-o. 5%coggT*cD{bffiD p a t t\ *fc 

f£0. 1-1. 5%£?£L<f*0. 5-1. o%<o»ft-c©Hgfffl rs|gsfii«i 
[0 0 10] 

1 9 9 R a w 1 i n g s 6fl, i? 3 >Rtf/£fcfiN-Tir?vMr 

^SrttfflLr (*B»fF» 5 4 7 2 6 9 8 ^\ 2*. 2 8-3 3fr) , K*L 

i-54fr). «#OfiK^3rlc^l-&^F^^S^:L■C3^'<e>i^■rv^53&s (3 

ffik 2 9-3 0fr) , f t-^MS - x^r;^5>^7 V K«x.tf » 

[0 0 11] 

We i s c h e r e> OftBWffFff 5 5 6 9 6 7 0 ^T) I3\ A 
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(DfctiXDy"* h^x/^-Cfi, !J^R-xtm-7-«:, 

y^R^atfctt^^^E^aioiEh-cv^fc (3«a, 3 7-4 off) 0 
»*l<hsp (1 1KB, 42m xhitztK &mRxmm^(omm^-<b 

titz (1 2fflL 5 8-6 Off) o 6 {CBB* Six, ie&£ftfcf&ofc 

[0012] 

f^tC, ^CfjS^-^We s s e 1 e>(0*H»fF»5 6 9 3 6 6 4*f4 

*n5«R«co|&« (lfflj. 1 0-1 4frXtF»#©«H) fcH+a. 9 
*^*T*iiftVUa©^^^--ASffi^sttfc (6«L 1 8-1 9ft) o » 

£ rfiTS^rfcj (3ffl, 6l-65fr) 0 ^"SSixfcS^tt, gPtfo^^ 
*«p»o»lllRrtt>*^<bixr^fc m±. Axf3m, 7 -8ft) Q 

[0 0 13] 

Wl*raD£>— :/<DU lrich 5><0*H4*flF*5 7 2 8 7 3 8* 

ffik 2 8-5 4ft) #i;R-xtyftv- (iR$<Z>fl5»$Jg() Srttffl-fSrt 
SrMBILfc (f^±, 5 8-5 9ft;^ffi^5ffl|64ft^^6ffl9ft(cy^hStL 

USA-CibofcdS (3*, 2 8-3 Oft, 5 1ft, 6 2 - 6 3tfW6 5t?) , 
5-6 8ft, atWC8«l, 1 6-1 8ft) o mMRTfT>7sU<DWmW£tlX 

m-tzmm&zoxhzkoK, &ft&zk&m&tobtix^z>b^i&n\c£ 

9lS$ilC#oT^5 (Haramaki, N. MFree Rad. Biol 
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. Med. j 2 2, 5 3 5-5 4 2 (1 9 9 7) ) 0 *0>_h, &tmtol&RVm 
«lcJ:5Jlft5ft«W*Jl«ifta5ct>**Sixrv^5 <H±) . 
[0 0 14] 

S &fc*iE-CWU Perricone^ ftj&©»«#fc£ffifttf*fb0>i&* 
(fcSWFFJBS 7 0 98 6 8f) , * L"C*fc*«»lClG»ttftt;^o-f K<D* 
*<Dfe£ (*S#ff^5 9 6 5 6 1 8^) <Dltto<D&J8&mtomi*<D } Jtf»<0 

jfflHasiWHfA P - 1 o»ttftoB«t>, SS^ ^^nf^ fi— 
[0 0 15] 

J:9»ftStLTftttft»*«X.«n^3 hy^V&tf 5-&tfl 2-fc Kd^> 
a^a-frrh^jtygt (HETES) K*5 0 77*Ky**^^Krti^ # 

ae^(038a**s-rs. k^b^ aa^y^-B (nf*- 
ana*? ^i/3^NFic-B e>«nit-rs <t , *3h,f*aiis©«fc:#» l 

[0 0 16] 
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[0 0 17] 
[0 0 18] 

[00 1 9] 
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^<o^(DftSW^ffi^-Cf4, ]Bjft4fef4« »0. 1-J6 7fi* 
%3e>K#KftO. 2 5-«J5fifi%coy^g?$:^tfo ^^^«-CI4, JB2-5 

fc^ic^cr^-rs^, ^sn«sfto«KEB(i. *»*fctt*»oa^ti:©a 
skjext, fto. o i%a»e>»i o%tc«fcu #<©»^m »o. 02 

[0020] 

[0 0 2 1] 

aft©**) ftt*##ffitt (JifeHftXtrtB 3 !&<&**) ttXt^USffifl (ffe 
it, *»*/*Xt«B*S#) ©tt«>T***£tf. ffiW ry t4. h 

» (1, 2-^7^-3 1, 2-^^^7^-3--gm^) 

, C 8 H 1 4 0 2 S 2 . ^112 0 6. 3 2, MWC*Oi83cSixfcJg"C*)5^ 
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*toLfc*MS<D«9&*X^ S e 

C. K. F> (Free Radical Biol. Med. 1998, 2 
5, 8 9) {ZXVmftUmtStlZLXVtfm??* (LA-PI us) -tPftftt 
5N, N-^^/K N-2-T5 Kai^y*3i-ht?*)So » UBS 

[0 0 2 2] 
[0 0 2 3] 
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[0 0 2 4] 

amfct-c, #are*s. i&o. i-ft7ii%, $bic*<j^ 

o. 2 5-»5M%©LA«r&tf. £<£>igQlri, il:S%J:9#^y#»Jt 
tf/*fcWty#Mi*fk Witfjfti.. ia*%^6JB3-5l:*%©LA«:* 

[0 0 2 5] 

XtVytrx, ^y=-v», tr;un* ttfcttu Ib^SfcftKSaffiK* 
fcttS, ^yiry KB»flc, ffill»iJ4fcf^lK»^^x/u*fcttr^3-^4fc 

r7y^^3i^r/K ^rn-/K ***yt°K#£\ LT-jKic^fcfL^J ( 

*yxyhoi><o^ @Wttiw&ftte£^ri-$ 0 cnba>i^i:-tttt4^» 
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[0 0 2 6] 
[0 0 2 7] 

LAfc©«i»Jrt»i: Ltt^^l^f/^ Ktt, ±iB<OB rogde nMGo 

/ifctthU^V'T^Sr^t?. T?/W<U>^ Wxtf, Differ in (ft 

Av i t a (iSffi) x Re n o v a (fffiffi) 4fcfiRe t i n - A (jS 

t LT»5r tdS-et4 0 ^fnryil Tazorac (jffiS) ?/Vb LTrfi 
IR**LTV^5 0 *EL"C\ ±E©LA*Siit>l;:#?J0. 02 5 

-fto. l fii%o 4 K4fcf*w3V-f Kfi£*«r&tf 0 
, '>ft<^tiioi/fy>f K«r^tp*\ 4fcfi'>4< fc li^i/f^ Kfc 

ffiffl-rsf&acfou^/^ K^Bisi-r^y ^coffiffi^, ti^^ k*s*» 
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/-< K^t>fcbL5«*«I«iE*{l:oai(ittSr«|iEU *LrMf^ffl«r««1-S 
[0 0 2 8] 

^•HWWl-«aiD*lx5d\ *fcria±*Ro»««r. JftKt>*fctt»*«k:a 

«Lra*L<4<, ^Lrfit±i|fcH<oS»«ctofc5«ffl«: % met, HJ»<05FW 
[0 0 2 9] 

^f/vr^^y-/K ^f;ur^y^y-/K '^/^ivrxj-ftj 
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&m (c 1 -c 3 ) *;i'tf>®M&mmc£VTi'Mt£nitmm#zt;*. 

Ztlb<O^X^;\ste&MVtet£\<^b'?h?) s ZLXtSXDhV^ Perric 
o n e<D*B4$fF®5 5 5 4 6 4 7-&i^S*t, 9 n n y m^/Vgf 

JfiO. 5-»5lt% % *6>^*<*2-ft3l:*%JCX-Si 0 
[0 0 3 0] 

LT£*ix5 0 *WiW»"Cfl6fflSHSit, ffiS r a -t Kn^^j |* 
a ffr&fctt, '>4<ttlo©*;v#y8 

K*JK^#»«r*jfU «X.tf5cO-{r-^*B»fF*5 965618 -^-C0 6ffiB4 
a-CfcSo #*U^«i*ttttu Wii©a-t Kn^SSr&ir, ft*tt*SI 
[00 3 1] 

■ct mo. Q5-m5mm%zt>{cm<mi-m3mm% 

dtp. 

[0 0 3 2] 
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[0 0 3 3] 

^^f;U-hnhyx/-;^ ^ fvw- fs =, j, y ^ y — ^ft^eD-g^ 

»*5 9 6 5 6 1 8-^c051«5 3ftd»e> 7«2 3fif«^S 6«C»L< E»$tlTV^ 

So 

[0 0 3 4] 

Si^#*LTLA&lli|!ll*fc^ 
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mmt'<>y'(/i't&&%-fz>m&i*, ±iaoi bbotson e>jcj:9aft$ 

[0 0 3 5] 

is, **i*«jt«)f6**rJ!brt. afcjftafcecfcw^ fta»f&«s©«-x?»^ 

[0 0 3 6] 

j&«i^»-c*)5c:tdSBri6T?fc5 0 ytfsiiSfifc&jticaau ^Lr^ 

^Kah-r^o 7y-7^*^xtfteo»fbttaoLAofls»tt, m 

m-to&mzsemi,. &mmRx*&m<D^x<Dmmz&vz>mmTK-B (n 
f-kb) , mtmmi/>'^?-i?Rv^<D*irj*-#<Dm$L$:^& 0 y tr k 
oaiML «&<o3k«, *fiH^ojpij»»t^i^iatt© y *»©aks (aite 

ration) 7^*03eSl:»t5^9W^O»*S:R«-CSS^ 
[0 0 3 7] 
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[0 0 3 8] 

ICiO 3fc**S»^ (C Jl £ 0 Sift* T*»ft±©tfcWfcS<5V ^Tft£ 
[0 0 3 9] 

y xmommmmK ffiw^iStt^^g^oT c -er ^ ^^t<o 

Atf/*fctti^ fc^ttttrttttt* iiffl^&J§im«£ffl 

[0 0 4 0] 

«T©ISS«li* ***** e>lcR^i-5fc«)l-»«Sn, *L-C*»BS:I8 
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iSfiftMJ;^ ysK»«. Henkel Corporati on \CX 9 t*£$ 
[0 04 1] 

"CWStOt0«)I^J[4riofc o ft#f*. &02[§JCetaphil (fg^) p — 
[0 0 4 2] 

[0 0 4 3] 

^T<D&#te&#U t>^V^J|tttT^*©3K«**r-f5 2A^a#tt, 8 0% 
[0 0 4 4] 



-23- 





8 0 


8 0 


5 0 


fi&^a 2 


5 0 


8 0 


90 


©■la 3 


5 0 


5 0 


90 




7 0 


5 0 


50 


5 


5 0 


5 0 


9 0 




8 0 


5 0 


90 


a* 7 


7 0 


5 0 


9 0 




5 0 


8 0 


5 0 



[0 0 4 5] 
[0 04 6] 
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INTERNATIONAL SEARCH REPORT 


IntemariowJ application No. 




PCT/USO 1/0006* 



A. CLASSIFICATION O P SUBJECT MATTER 
IPC(7) Ao\K at Vow. ai /ai.si w 
US CL s\*nt*. 7«A 1*8 



AcconltBf to tottm*oooal P««ot CUKtficiticn (IPC) or to both ntitoirf dwiTicaticH and IPC 

B. FIELDS SEARCHED 

Miruaana documtfttaCKM a*«rcj*d (elawifwJKion •ytctm followed bj ttft»sifk*rio& aymbaU) 
US. : » 14/78+, TS5. 4*8 

DacuBcnuttos marched other thu optimum «k»«»n«»taoon to tbe ririni neb 4eeK*ncm» ar* include* is the fitJ4* 



Uutmk 4*U btfe co&fuKtd duriflg rht btrtrasoeail March (one of data bsac ud, where practicable. March terrw u>«t1) 
STN: cowipoonda an4 th^raputic method* 



DOCUMENTS CONSIDERED TO BE RELEVANT 



Cxtrgorj* 



Otibcn of dootnrnt. with indie it x». where appropriate, of the relevant ptfnfti 



Rfkvnr to tlain No. 



X 

y 



US 5.665.364 A (MCATEE ET AL) 09 September 1997, sec entire 
document 



Database CA on STN, Chemical Abstracts Service (Cokmbus, Ohio, 
USA), 123CA: 132781, Cbandraratna et al. "Development of RAR 
subtype selective retinoids for dermatoJogical diseases', Eur. J. Med. 
Chein., 30(soppl., Proceeding of the 13th International 
Symposium no Medicinal Chemistry) 1994, pages 505-517, see entire 
abstracL 



M, 11, 13-15, 
17-19,21,25,28 



1-33 
1-33 



pt] Farther <ixwicDtf mn Urttd w tWe co»tm«atu» of Bos C Sw pstvat family *»n«. 



■A" 

TV 



I fkiti luf *»•*# r**«n«7 oW«0> or «tU la 
i fc* ef (Mtkr *r tfktr 



h» as enj 



l f*aVk* waw l» tte ■^■f il *■*» 




r af Om m» |M fa«^r 



On of the acctud conpltcioa of the bmnnimi •earth 
1) JULYS001 


D*r* of mailiaff of tbe i»terga*joad roereb report 

22 AUGifl)01 


Nasac ad mxiliM iddzeta of the ISA/ US 
CuumiMum e/ FataoU ani Tndamarks 
B»PCT 

W«ahtaft*n, D.C *o»l 
Ftcaimfl* No. (7Ci) «QJK9»0 


T«l«pbol^«/No. (70S) SOMUI 
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INTERNATIONAL SEARCH REPORT 



iotmsoonsl *ppJ>cKioo No. 
PCT/USoirtwoM 



C (Gensa»«joo). DOCUMENTS CONSIDERED TO BE RELEVANT 



Gtitioa of docuatnt, with indication, where tpproprute. of tJtr relevint pamgts 



Relrrjni to clnm No. 



Y 
Y 
Y 



US 5,583,166 A (YU ET AL) 10 December I9QCL, entire 
docaxceot 

UB 5,646,190 A (MARTIN) 08 July 1997, we eutire document, 

US 5^641,475 A (YU ET AL) £4 Jane 1997, eee entire document 

"WO 95/05852 AJ (BETEESDORF AG) 02 March 1935, tee entire 
doeunrant 



1-33 

1-33 
1-33 
1-33 



Fona PCT/13A/'tJO (ccniinurion of accom) three) (Jolj 198B)» 
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(51) Int. CL 7 

A6 1K 31/221 



■buib* 



F I 

A 6 1 K 31/221 



r-^-K (##) 



31/327 

31/355 

31/375 

31/65 

31/7048 

31/7056 



31/327 

31/355 

31/375 

31/65 

31/7048 

31/7056 



A6 1P 17/00 
17/10 

C 0 7 D 339/04 
(81)fif£g 



E P (AT, BE, CH, C.Y, 



A 6 1 P 17/00 
17/10 

C 0 7 D 339/04 



DE, DK, ES, FI, FR, GB, GR, IE, I 
T, LU, MC, NL, PT, SE, TR), OA(BF 
, BJ, CF, CG, CI, CM, GA, GN, GW, 
ML, MR, NE, SN, TD, TG), AP(GH, G 
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